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Amendments to the Claims 

1-26. (Canceled). 

27. (Currently amended) A method for separating ligands from a sample and recovering a 
modified sample for analysis of remaining components ligands comprising: 

removing at least two specific predefined ligands from the sample, so that a plurality of 
components remains in the sample following removal of the at least two specific predefined 
ligands. thereby producing a modified sample rn mprising ajpluraljty of components to be 
analyzed: and 

recovering the modified sample analyzing tho remaining ligands in th e sampte - 

28. (Previously presented) The method of claim 27 wherein at least three ligands are removed. 

29. (Previously presented) The method of claim 28 wherein at least four ligands are removed. 

30. (Currently amended) The method of claim 27 wherein the ligands and components are 
proteins, 

3 1 . (Currently amended) The method of claim 27 wherein the ligands are removed by binding to 
specific predefined receptors wherein the receptors are in insoluble form or ^e is insolubilized 
after binding to the ligands 

32. (Currently amended) The method of claim 27 wherein at least 50% by weight of all proteins 
ligaads in the sample are removed. 

33. (Currently amended) The method of claim 32 wherein at least 75% by weight of all proteins 
ligands in the sample are removed. 

34. (Previously presented) The method of claim 31 further comprising, removing the bound 
ligands from the receptors. 
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35. (Currently amended) Hie method of claim 34 33- further comprising, repeating the method 
pg e e os s by reusing the receptors with a new sample. 

36. (Currently amended) The method of claim 35 34 wherein the method process is repeated 20 
times with the same receptors. 

37. (Currently amended) The method of claim 35 wherein the method proces s is repeated 50 
times with the same receptors, 

38. (Cuirently amended) The method of claim 36 wherein the metitod p*eeess is repeated 200 
times with the same receptors. 

39. (Currently amended) The method of claim 27 , further comprising the step of analyzing - 
remaining components in the modified sample wherein-the-remaini-H g~feaadfr aFcs^motyzod hy 
separation and quantification of the remaining components ligands . 

40. (Previously presented) The method of claim 3 1 wherein at least one immobilized receptor is 
selectively removable from at least one other immobilized receptor, 

4L (Currently amended) The method of claim 42 34- wherein one division of receptor is 
selectively removable from another divisioa r ef receptor. 

42. (Currently amended) The method of claim 31 wherein at loaot - two divisiono of receptors 
having first and second binding specificities are immobilized in at least two predefined locations, 
wherein at least one receptor having a first binding specificity is located in a different predefined 
location from another receptor haying a second binding specificity, and wherein the sample is 
sequentially passed through both predefined locations. 

43. (Canceled). 
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44. (Currently amended) The modified ligand containing sample produced by the method 
prooosa of claim 27. 

45. (New) The method of claim 27, further comprising the step of analyzing at least one 
component remaining in the modified sample. 

46. (New) The method of claim 45, wherein the analyzing step comprises determining a physical 
characteristic of at least one component. 

47. (New) The method of claim 46, wherein the physical characteristic is selected from the group 
consisting of molecular weight, charge, mass to charge ratio, and isoelectric point. 

48. (New) The method of claim 45, wherein the analyzing step comprises performing mass 

- spectrometry, 2D gel electrophoresis, chromatography, an immunoassay, a binding assay, or any 
combination of the foregoing. 

49. (New) The method of claim 45, wherein the analyzing step comprises identifying the 
component. 

50. (New) The method of claim 45, wherein the analyzing step comprises determining the 
presence, abundance, or both, of the component. 

51. (New) The method of claim 45, wherein the presence, abundance, or both, of the component 
in the sample, was unknown prior to the analyzing step. 

52. (New) The method of claim 27, further comprising the step of analyzing a plurality of 
components remaining in the modified sample. 

53. (New) The method of claim 52, wherein the analyzing step comprises determining a physical 
characteristic of a plurality of components. 
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54. (New) The method of claim 52, wherein the physical characteristic is selected from the group 
consisting of molecular weight, charge, mass to charge ratio, and isoelectric point 

55. (New) The method of claim 52, wherein the analyzing step comprises performing mass 
spectrometry, 2D gel electrophoresis, chromatography, an immunoassay, or any combination of 
the foregoing. 

56. (New) The method of claim 52, wherein the analyzing step comprises identifying a plurality 
of components. 

57. (New) The method of claim 52, wherein the analyzing step comprises determining the 
presence, abundance, or both, of a plurality of components. 

58. (New) The method of claim 52, wherein the presence, abundance, or both, of the components 
in the sample, was unknown prior to the analyzing step. 

59. (New) The method of claim 27, wherein the specific predefined receptors were selected to 
facilitate analysis of ligands remaining in the modified sample. 

60. (New) The method of claim 27, further comprising concentrating components remaining in 
the modified sample, adding a buffer to the modified sample, dialyzing the modified sample, 
lyophilizing the modified sample, or any combination of the foregoing. 

61. (New) The method of claim 27, wherein the modified sample has improved characteristics 
for analysis of components remaining in the sample. 

62. (New) The method of claim 27, wherein at least one of the specific predefined ligands is 
present at higher abundance than at least one of the plurality of components remaining in the 
sample after removal of the specific predefined ligands. 
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63. (New) The method of claim 27, wherein the removing step comprises contacting the sample 
with an affinity binding composition comprising: 

a first and second solid phase matrix contacting each other- 

a first receptor immobilized on said first solid phase matrix, capable of specific binding 
to a first ligand but not a second ligand; and 

a second receptor immobilized on said second solid phase matrix, capable of specific 
binding to the second ligand but not the first ligand. 

64. (New) The method of claim 63, wherein the affinity binding composition further comprises: 

a third receptor immobilized on a third solid phase matrix^ capable of specific binding to 
a third ligand but not the first ligand or the second ligand. 

65. (New) The method of claim 64, wherein the third solid phase matrix contacts the first and 
second solid phase matrices. . . 

66. (New) The method of claim 63, wherein the affinity binding composition further comprises: 

a fourth receptor immobilized on a fourth solid phase matrix, capable of specific binding 
to a fourth ligand but not the first ligand, the second ligand or the third ligand. 

67. (New) The method of claim 66, wherein the fourth solid phase matrix contacts the first, 
second, and third solid phase matrices. 

68. (New) The method of claim 67, wherein the affinity binding composition further comprises: 

a fifih receptor immobilized on a fifth solid phase matrix, capable of specific binding to a 
fifth ligand but not the first ligand, the second ligand, the third ligand or the fourth ligand. 

69. (New) The method of claim 68, wherein the fifth solid phase matrix contacts the first, 
second, third, and fourth solid phase matrices. 

70- (New) The method of claim 63, wherein the sample is passed through a column containing 
the affinity binding composition- 
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71. (New) The method of claim 63, wherein each solid phase matrix comprises a plurality of 
particles. 

72. (New) The method of claim 71, wherein the particles are present as a mixture. 

73. (New) The method of claim 63, wherein the first receptor is not immobilized on the second 
solid phase matrix. 

74. (New) The method of claim 63, wherein the receptors are antibodies, antibody fragments, or 
lectins. 

75. (New) The method of claim 63, wherein the receptors are recombinantly produced. 

76. (New) The method of claim 63, wherein at least one receptor is selected from the group 
consisting of metals, cefaclors, nucleic acids, aptamers, combinatorial compounds, combinatorial 
peptides, combinatorial oligomers and combinatorial polymers. 

77. (New) The method of claim 27, wherein the removing step comprises contacting the sample 
with an affinity binding composition comprising: 

a plurality of solid phase matrices arranged such that each solid phase matrix is in contact 
with at least one other solid phase matrix; and 

a plurality of receptors, the plurality of receptors comprising receptors of a plurality of 
receptor types, wherein the receptors are immobilized on the plurality of solid phase matrices 
such that each receptor type is immobilized on a single matrix and each receptor type binds 
specifically to a different ligand. 

78. (New) The method of claim 77, wherein each solid phase matrix comprises a plurality of 
particles. 

79. (New) The method of claim 77, wherein the particles are present as a mixture. 
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80. (New) The method of claim 77, wherein the receptors are antibodies, antibody fragments, or 
lectins. 

81. (New) The method of claim 77, wherein the receptors are recombinant^ produced, 

82. (New) The method of claim 77, wherein at least one receptor is selected from the group 
consisting of metals, cofactors, nucleic acids, aptamers, combinatorial compounds, combinatorial 
peptides, combinatorial oligomers and combinatorial polymers. 

83. (New) The method of claim 77 wherein the sample is passed through a column containing 
the affinity binding composition. 

84. (New) The method of claim 27, wherein the removing step comprises contacting the sample 
with an affinity binding composition comprising: 

a plurality of solid phase matrices arranged such that each solid phase matrix is in contact 
with at least one other solid phase matrix; and 

a plurality of receptors having different ligand binding specificities,, wherein the receptors 
are immobilized on the plurality of solid phase matrices such that each solid phase matrix has a 
different ligand binding specificity. 

85. (New) The method of claim 84, wherein the sample is passed through a column containing 
the affinity binding composition, 

86. (New) The method of claim 84, wherein each solid phase matrix comprises a plurality of 
particles. 

87. (New) The method of claim 84, wherein the particles are present as a mixture. 

88. (New) The method of claim 84, wherein the receptors are antibodies, antibody fragments, or 
lectins. 
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89. (New) The method of claim 84, wherein the receptors are recombinantly produced, 

90. (New) The method of claim 84, wherein at least one receptor is selected from the group 
consisting of metals, cofactors, nucleic acids, aptamers, combinatorial compounds, combinatorial 
peptides, combinatorial oligomers and combinatorial polymers. 

91 . (New) The method of claim 27, wherein the removing step comprises passing the sample 
through first and second solid phase matrices, the first and second solid phase matrices having 
different ligand binding specificities and being arranged in layers. 

92. (New) The method of claim 91, wherein the solid phase matrices are in an affinity column. 

93. (New) The method of claim 91, wherein the solid phase matrices each comprises a plurality 
ofparticles. 

94- (New) The method of claim 91, wherein the receptors are antibodies, antibody fragments, or 
lectins, 

95. (New) The method of claim 91, wherein the receptors are recombinantly produced. 

96. (New) The method of claim 91, wherein at least one receptor is selected from the group 
consisting of metals, cofactors, nucleic acids, aptamers, combinatorial compounds, combinatorial 
peptides, combinatorial oligomers and combinatorial polymers. 

97. (New) The method of claim 27, wherein the removing step comprises passing the sample 
through first and second solid phase matrices, wherein the first and second solid phase matrices 
are separated by a permeable membrane. 

98. (New) A method for separating ligands from a sample and analyzing remaining components 
comprising: 
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providing a sample comprising at least two specific predefined ligands and one or more 
additional components; 

removing at least two of the specific predefined ligands from the sample; and 
analyzing at least 100 components remaining in the sample, 

99. (New) A method for separating ligands from a sample and analyzing remaining components 
comprising; 

providing a sample comprising at least two specific predefined ligands and one or more 

additional components; 

removing at least two of the specific predefined ligands from the sample; and 
analyzing components remaining in the sample by 2D gel electrophoresis, mass 

spectrometry, chromatography, an immunoassay, or any combination of the foregoing. 

100. (New) A method for separating ligands from a sample for analysis of remaining ligands 
comprising: 

providing a sample comprising at least two specific predefined ligands and a plurality of 
additional components to be analyzed; and 

removing a plurality of the specific predefined ligands from the sample, thereby 
producing a modified sample, wherein removal of the plurality of specific predefined ligands 
renders at least one remaining component detectable by a detection method that was unable to 
detect the component prior to removal of the plurality of specific predefined ligands. 

101. (New) The method of claim 100, wherein removal of the plurality of specific predefined 
ligands allows quantitation of at least 50% more components in the modified sample than could 
be quantitated in the sample containing the plurality of specific predefined ligands. 

102. (New) The method of claim 100, further comprising the step of analyzing at least one 
component remaining in the modified sample* 

1 03. (New) The method of claim 32 wherein at least 90% by weight of all proteins in the sample 
are removed. 
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104. (New) The method of claim 27, wherein at least one of the specific predefined ligands is 
selected from the group consisting of: one or more immuao globulins, albumin, transferrin, 
haptoglobin, ai -antitrypsin, hemopexin, c^-acid glycoprotein, myosin, transthyretin, ar 
antichymotrypsin, apolipoprotein Al, cc2-macroglobulin, fibrinogen, and prealbumin. 

105. (New) The method of claim 27, wherein at least two of the specific predefined ligands are 
selected from the group consisting of: one or more immunoglobulins, albumin, transferrin, 
haptoglobin, cii -antitrypsin, hemopexin, oxacid glycoprotein, myosin, transthyretin, cti- 
antichymotrypsin, apolipoprotein Al, <x 2 -macroglobulin, fibrinogen, and prealbumin. 

106. (New) The method of claim 27, wherein at least three of the specific predefined ligands are 
selected from the group consisting of: one or more immunoglobulins, albumin, transferrin, 
haptoglobin, a] -antitrypsin, hemopexin, oxacid gjytoprotein, myosin, transthyretin, cti- 
antichymotrypsin, apolipoprotein Al, o^rnacroglobulin, fibrinogen, and prealbumin. 

107. (New) The method of claim 27, wherein at least four of the specific predefined ligands are 
selected from the group consisting of: one or more immunoglobulins, albumin, transferrin, 
haptoglobin, cci -antitrypsin, hemopexin, oti-acid glycoprotein, myosin, transthyretin, aj- 
antichymotrypsin, apolipoprotein Al, a2-macroglobulin, fibrinogen, and prealbumin. 

108. (New) The method of claim 27, further comprising the step of: subjecting the sample to 
deglycosylation. 

109. (New) The method of claim 27, further comprising the step of: subjecting the modified 
sample to deglycosylation. 
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